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Two hundred years ago, July I, 1785, to be exact , William
Withering (1) published a 207 page book entitled An Account
ofthe Foxglove and Some ofIts Medical Uses, now a classic
in medical literature. In the preface, he made it clear that
the generations to follow would have to judge the contri-
bution of his observations to the management of patients
with heart disease, stating that"After all, in spite of opin-
ion, prejudice , or error , TIME will fix the real value upon
this discovery, and determine whether I have imposed my-
self on others , or contributed to the benefit of science and
mankind ."
On the 200th anniversary of the publication of his find-
ings, all would agree that Withering has " contributed to the
benefit of science and mankind." Digitali s is one of the
most often prescribed drugs in medicine. It is unquestion-
ably the drug most extensively studied by generations of
investigators . Pursuit of the mechanism of action of the
glycosides has given us insight into many of the cellular
and subcellular biochemical and metabolic processes.
Withering 's book portrays a remarkably skilled clinician ,
a careful observer and a superb clinical investigator. From
the pages of this book emerge s an image of an investigator
who cared for the safety of his patients, who was critical
of his own data , who was objective and acutely aware of
the importance of peer acceptance of his data and who
constantly strove to validate his observations . The issues
that preoccupied William Withering 200 years ago are re-
markably similar to those we face in 1985.
If Withering were alive today , he would most likely
conduct teaching rounds at the bedside rather than in a
conference room. He would be concerned with the poten-
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tially negative impact of technology on the clinical skills of
the young physician . He would be supportive of the efforts
of the Food and Drug Administration , committees for pro-
tection of human subjects and the peer review system. Above
all, he would be a scrupulously careful and objective
investigator.
In an attempt to portray William Withering, the clinician
and investigator, I will quote liberally from his wonderful
book . Largely because of the care with which he collected
his data and his need for constant reassurance that his ob-
servations and instructions on the use of the foxglove were
indeed correct , An Account of the Foxglove would not have
been published had it not been for the urging of his friends .
After being frequently urged to write upon this subject, and
as often declined to do so , from apprehension of my own
inability , I am at length compelled to take up my pen,
howe ver unqualified I may still feel myself for the task .
It is now about ten years since I first began to use this
medicine . Experience and cautious attention gradually taught
me how to use it. For the last two years I have not had
occasion to alter the modes of management: but I am still
far from thinking them perfect.
After 10 years of careful data collection, Withering fi-
nally, although reluctantly , published his observations. He
did so in part because of the urging of friends, but more
likely because of his concern for patient safety and the
potentially improper use of the drug .
The use of the foxglo ve is getting abroad , and it is better
the world should deri ve some instruction , however imper-
fect , from my experience, than that the lives of men should
be hazarded by its unguarded exhibition, or that a medicine
of so much efficiency should be condemned and rejected as
dangerous and unmanageable.
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Uppermost in Withering's mind was the welfare of his
patients and, importantly, the appropriateness of adminis-
tration of an experimental drug.
... and, indeed, for some years, whilst I was less expert
in the management of the Digitalis, I seldom prescribed it,
but when the failure of every other method compelled me
to do it; so that upon the whole, the instances I am going
to adduce, may truly be considered as cases lost to the
common run of practice, and only snatched from destruc-
tion, by the efficiency of the Digitalis; and this in so re-
markable a manner, that, if the properties of that plant had
not been discovered, by far the greater part of these patients
must have died.
Withering was concerned with objectivity, accuracy and
validity of his data and was sensitive to the considered
judgment of his peers.
It would have been an easy task to have given select cases,
whose successful treatment would have spoken strongly in
favour of the medicine, and perhaps been flattering to my
own reputation. But Truth and Science would condemn the
procedure. I have, therefore, mentionedevery case in which
I have prescribed the Foxglove, proper or improper, suc-
cessful or otherwise. Such a conduct will lay me open to
the censure of those who are disposed to censure, but it will
meet the approbation of others, who are the best qualified
to be judges.
The image of William Withering that emerges from these
pages is that of the ideal clinician and clinical investigator
and, thus, timeless, yet his tools were simply the power of
observation and intellect. Two hundred years have elapsed
since the publication of An Account of the Foxglove, yet
this delightful text is as timely today as it was then. With-
ering's concern about the guidelines for its use, that he was
"still far from thinking them perfect," is as true today as
it was in 1785. He would have been pleased by the fact that
200 years later the chemistry, metabolism, pharmacodyn-
amics, effect on the cell and the intact heart and the clinical
use and toxicity of this remarkable drug still fascinate both
the basic and clinical investigator and the clinician.
In this brief symposium, we honor William Withering,
recognize his contribution and attempt to summarize, at least
in part, current knowledge of the foxglove and focus on
some unanswered questions about this oldest of cardiac drugs.
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